Mitochondrial dysfunction has been implicated in Parkinson's disease (PD) neuropathology. Mic60, also known as mitofilin, is a protein of the inner mitochondrial membrane and a key component of the mitochondrial contact site and cristae junction organizing system (MICOS). Mic60 is critical for maintaining mitochondrial membrane structure and function. We previously demonstrated that mitochondrial Mic60 protein is susceptible to both covalent modification and loss in abundance following exposure to dopamine quinone. In this study, we utilized neuronally-differentiated SH-SY5Y and PC12 dopaminergic cell lines to examine the effects of altered Mic60 levels on mitochondrial function and cellular vulnerability in response to PD-relevant stressors. Short hairpin RNA (shRNA)-mediated knockdown of endogenous Mic60 protein in neuronal SH-SY5Y cells significantly potentiated dopamine-induced cell death, which was rescued by co-expressing shRNA-insensitive Mic60. Conversely, in PC12 and SH-SY5Y cells, Mic60 overexpression significantly attenuated both dopamine-and rotenoneinduced cell death as compared to controls. Mic60 overexpression in SH-SY5Y cells was also associated with increased mitochondrial respiration, and, following rotenone exposure, increased spare respiratory capacity. Mic60 knockdown cells exhibited suppressed respiration and, following rotenone treatment, decreased spare respiratory capacity. Mic60 overexpression also affected mitochondrial fission/fusion dynamics. PC12 cells overexpressing Mic60 exhibited increased mitochondrial interconnectivity. Further, both PC12 cells and primary rat cortical neurons overexpressing Mic60 displayed suppressed mitochondrial fission and increased mitochondrial length in neurites. These results suggest that altering levels of Mic60 in dopaminergic neuronal cells significantly affects both mitochondrial homeostasis and cellular vulnerability to the PD-relevant stressors dopamine and rotenone, carrying implications for PD pathogenesis.
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Introduction
Parkinson's disease (PD) is a debilitating movement disorder that results in part from the degeneration of nigrostriatal dopaminergic neurons. While the specific mechanisms responsible for initiating the disease remain elusive, evidence points to mitochondrial dysfunction as a critical factor in disease pathogenesis (Moon and Paek, 2015; Ryan et al., 2015) . Maintenance and integrity of mitochondrial structure are essential to proper function and overall cellular health. In particular, the organization and shape of the inner membrane, the site of the electron transport chain (ETC) and ATP generation, are suggested to impact mitochondrial function, and may change in response to various factors (for review see: Mannella, 2006; Mannella et al., 2001; Zick et al., 2009) . The mitochondrial contact site and cristae junction organizing system (MICOS) is integral in maintaining mitochondrial membrane architecture and function (Horvath et al., 2015; Pfanner et al., 2014) .
